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Application/Control Number: 08/781,752 Page 2 

Art Unit: 1632 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 
CFR 1.312. To ensure consideration of such an amendment, it MUST be submitted no later 
than the payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Ms. Robin Teskin on/Aarch 17, 1999. 

1. Cancel claims 60*102. 

2. Add the following claims: 

improved method of cloning a non-human mammal by nuclear transfer 
comprising the introduction of a non-human mammalian donor cell or a non-human 
mammalian donor cell nucleus into a non-human mammalian enucleated oocyte of the same 
species as the donor cell or donor cell nucleus to form a nuclear transfer (NT) unit, 
implantation of the NT unit into the uterus of a surrogate mother of said species, and 
permitting the NT unit to develop into the cloned mammal, wherein the improvement 
comprises using as the donor cell or donor cell nucleus a proliferating somatic cell that has 
been expanded in culture, or a nucleus isolated from said somatic cell. 

J/Gi. An improved method of cloning a non-human mammal by nuclear transfer 
comprising the Introduction of a non-human mammalian donor cell or a non-human 
mammalian donor cell nucleus into a non-human mammalian enucleated oocyte of the same 
species as the donor celt or donor cell nucleus to form a nuclear transfer (NT) unit, 
implantation of the NT unit into the uterus of a surrogate mother of said species, and 
permitting the NT unit to develop into the cloned mammal, wherein the improvement 
comprises using as the donor cell or donor cell nucleus a proliferating somatic cell that has 
been expanded in culture, or a nucleus isolated from said somatic cell, and wherein the donor 
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cell or donor cell nucleus has been genetically transformed to comprise at least one addition, 
substitution or deletion of a nucleic acid sequence. 

A method of cloning a non-human mammal by nuclear transfer comprising the 
following steps: 

(i) inserting a desired non-human mammalian proliferating somatic cell that has been 
expanded in culture, or a nucleus isolated from said somatic cell, into a non-human 
mammalian enucleated oocyte of the same species under conditions suitable for the 
formation of a nuclear transfer (NT) unit; 

(ii) aaivating the resultant nuclear transfer unit; 

(iii) culturing said activated NT unit until greater than the 2-cell developmental stage; 



and 



(iv) transferring said cultured NT unit to a host non-human mammal of the 



same 



species such that the NT develops in to a non-human mammal. 

>Off. An improved method of cloning a non-human mammalian fetus by nuclear 
transfer comprising the introduttion of a non-human mammalian donor cell or a non-human 
mammalian donor cell nucleus into a non-human mammalian enucleated oocyte of the same 
species as the donor cell or donor cell nucleus to form a nuclear transfer (NT) unit, 
implantation of the NT unit Into the uterus of a surrogate mother of the same species, and 
permitting the NT unit to develop into the mammalian fetus, wherein the improvement 
comprises using as the donor cell or donor cell nucleus a proliferating somatic cell that has 
been expanded in culture, or a nucleus isolated from said somatic cell. 

^?kr\ improved method of cloning a non-human mammalian fetus by nuclear 
transfer comprising the Introduction of a non-human mammalian donor cell or a non-human 
mammalian donor cell nucleus into a non-human mammalian enucleated oocyte of the same 
species as the donor ceil or donor cell nucleus to form a nuclear transfer (NT) unit. 
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implantation of the ^^^ unit into the uterus of a surrogate mother of the same species, and 
permitting the NT unit to develop into the mammalian fetus, wherein the improvement 
comprises using as the donor cell or donor cell nucleus a proliferating somatic cell that has. 
been expanded in culture, or a nucleus isolated from said somatic cell, and wherein the donor 
cell or donor cell nucleus has been genetically transformed to comprises at least one addition, 
substitution or deletion of a nucleic acid sequence. 

Jk^. A method of cloning a non-human mammalian fetus by nuclear transfer 
comprising the following steps: 

(I) inserting a desired non-human mammalian proliferating somatic cell that has been 
expanded in culture, or a nucleus isolated from said somatic cell, into a non-human 
mammalian enucleated oocyte of the same species under conditions suitable for the 
formation of a nuclear transfer (NT) unit; 

(ii) activating the resultant nuclear transfer unit; 

(iii) culturing said activated NT unit until greater than the 2-cell developmental stage; 

and 

(iv) transferring said cultured NT unit to a host non-human mammal of the same 
species such that the NT develops into a fetus. 

J^.^e method of any of claims 1 9 0,1^7 ui lOO, wherein the fetus develops into an 
offspring. 

>l<J.^e method of any of claims J)3 IW); wherein the donor cell or donor cell 
nucleus is from mesoderm. 

^^rf.^e method of any of claims l^-l^, wherein the donor cell or donor cell 
nucleus is from endoderm. 

The method of any of claims IW<0S: wherein the donor cell or donor cell 
nucleus is from ectoderm. 
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^ya. The method of any of claims lOJ - lOO ; wherein the donor cell or donor cell 
nucleus is from a fibroblast. 

The method of any of claims M»-108, wherein the donor cell or donor cell 
nucleus is from an ungulate. 

_U«?T?e method of any of claims ItttOS, wherein the donor cell or donor cell 
nucleus is from an ungulate selected from the group consisting of bovine, ovine, porcine, 
equine, caprine and buffalo. 

J-t I 
>«.The method of any of claims IWfOS-, wherein the donor cell or donor cell 

nucleus is from a non-human mammalian fetus. 

-«^e method of any of claims wtlfe, wherein the donor cell or donor cell 
nucleus is from an adult non-human mammalian cell. 

J«:^^Tie method of any of claims -wt^, wherein the donor cell or donor cell 
nucleus is selected from the group consisting of epithelial cells, neural cells, epidermal cells, 
keratinocytes. hematopoietic cells, melanocytes, chondrocytes. B-lymphocytes. T- 
lymphocytes. erythrocytes, macrophages, monocytes, fibroblasts, muscle cells, and nuclei 
isolated therefrom. 

method of any of claims jea-^^T wherein the donor cell or donor cell 
nucleus is from an organ selected from the group consisting of skin, lung, pancreas, liver, 
stomach, intestine, heart, reprodurtive organ, bladder, kidney and urethra. 

Wthe method of any of claims wherein the oocyte is matured in vitro or 

in vivo prior to enucleation. 

^iie method of any of claims IcLiW.. wherein the oocyte is matured in vitro prior 
to enucleation. 

i^f.The method of any of claims Iflll^, wherein the oocyte is enucleated by micro- 
surgical methods. 
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^^Tht method of any ofdaims jil i i g g ; wherein the oocyte is enucleated about 10 



to 40 hours^^ initiation of in vitro maturatioi^ 

^.The method of any of daims.l»-«fl8. wherein the oocyte is matured in vivo prior 
to enucleation.^ 

J«. The method of any of claims lOJ ' iOS, wherein the non-human mammal is 
bovine. 

^The method of any of claims -iej-ws. wherein the non-human mammal is 
Jlfi^lne^ — ■ ■ ■ — 



3. The title has been changed to -Cloning Using Donor Nuclei from Proliferating Somatic 
Cells'. 

4. The claims have been renumbered as 1-24 

The following is an examiner's statement of reasons for allowance: Proliferating cells 
are non-quiescent cells, and are in cell cycle stage M,G,.S or G,. 

Any comments considered necessar, by applicant must be submitted no later than the 
payment of the issue fee and. to avoid processing delays, should preferably accompany the 
issue fee. Such submissions should be clearly labeled -Comments on Statement of Reasons 
for Allowance." 



The fax number is (703) 308-4242. 
number?n"a5 "c^r^e^poS.'" ^"^^ '^'^ ""'t 

Or. 0. Crouch OMOflAH CflOUCM 

March 22. 1999 , / ^'^YbSIISI' 



